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PHARMA GROUP LIMITED 

September 18, 2002 

Dockets Management Branch 
Food and Drug Administration 
Department of Health and Human Services 
Room 1 - 23, 12420 Parklawn Drive 
Rockville MD USA 
20857 

ANDA Suitability Petition 

Dear Sir or Madame: 

Bioniche Pharma (Canada) Ltd. submits this ANDA suitability petition under 2 1 CFR 
section 3 14.93. 

Action Requested: 
Bioniche Pharma (Canada) Ltd. requests that the Commissioner of Food and Drugs 
permit us to file an ANDA/ Supplemental ANDA (tentatively approved ANDA 76- 
217 for the 3 mL vial) for our product Amiodarone Hydrochloride Injection, 50 
mg/mL, 18 mL vial, total content in vial is 900 mg/mL, which differs from the 
reference listed drug, Cordarone IV. (Amiodarone Hydrochloride Injection) 50 
mg/mL, Wyeth Ayerst, Application #NDA 20-377, by the following: 

Amiodarone Hydrochloride Injection, 50 mg/mL 

50 mg/mL of Amiodarone hydrochloride, polysorbate 80 NF, 100 mg/mL and Benzyl 
Alcohol NF, 20.2 mg/mL in a 18 mL vial. 

Cordarone@ I.V. 50 mg/mL 

50 mg/mL of Amiodarone hydrochloride, polysorbate 80 NF, 100 mg/mL and Benzyl 
Alcohol NF, 20.2 mg/mL in a 3 mL ampule. 

Statement of Grounds: 
The proposed presentation contains the same amount per mL of active and inactive 
ingredients as shown above. It also contains the total drug amount prescribed in the 
package insert for dilution with 500 mL D5W to make an Amiodarone hydrochloride 
Injection infusion. Since the need to open multiple ampules will be reduced, the 
proposed drug product will reduce the potential for contamination resulting from the 
handling of the product. The proposed presentation will also provide a reduction in 
hazardous waste disposal and cost for the course of therapy. 2 . 
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Amiodarone Hydrochloride Injection, 50 mg/mL, 18 mL vial, is intended for use only 
as described in the Indications and Dosage and Administration sections of the draft 
package insert Attached. 

Environmental Impact: 
Bioniche Pharma (Canada) Ltd. is also requesting, under 2 1 CFR 25.3 1, categorical 
exclusion from filing an Environmental Impact Assessment. 

Certification: 
Bioniche Pharma (Canada) Ltd. certifies, that, to the best of our knowledge and belief, 
this petition includes all information and views on which the petition relies, and that it 
includes all information that is known to us to be unfavorable to the petition. 

Sincerely, 

Rhonda No11 
Regulatory Affairs Manager 
Bioniche Pharma Croup 

Enclosed 
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AMIODARON@YDROCHLORlDE 0 
INJECTION 
DESCRIPTIQN 
Amrodarone Hydrochloride Injection contams amrodarone HCI (C,,H,,I,NOYHCI), a class III 
antrarrhythmtc drug Amiodarone HCI IS (2-butyl-3-benzofuranyl)(4-(2-(dlethylamlno)ethoxy]-3,5. 
drtodophenyl]methanone hydrochloride Amrodarone HCI has the followmg structural formula 

CH3 
I 

0 HCI 

Amrodarone HCI IS a white to skghtly yellow crystalline powder, and is very slrghtly soluble in water. It 
has a molecular werght of 681.78 and contains 37.3% iodine by wetght. Amiodarone Hydrochloride 
Infectton IS a sterile clear, pale-yellow solution visually free from parttculates. Each mrllrliter of the 
Amiodarone Hydrochloride Infection formulation contains 50 mg of amrodarone HCI, 20.2 mg of benzyl 
alcohol, 100 mg of polysorbate 80, and water for Infection. 

CLINICAL PHARMACOLOGY 
Mechanisms of Action 
Amiodarone is generally consrdered a class Ill antiarrhythmrc drug, but rt possesses electrophysiologic 
characteristics of all four Vaughan Willrams classes Like class I drugs, amrodarone blocks sodium chan- 
nels at rapid pacrng frequencies. and lrke class II drugs, rt exerts a noncompetttrve antrsympathetic 
action, One of its main effects, wtth prolonged admrmstratton, IS to lengthen the cardiac action potential, 
a class Ill effect. The negative chronotroprc effect of amrodarone rn nodal tissues is srmilar to the effect 
of class IV drugs In addrtion to blocking sodrum channels, amiodarone blocks myocardtal potassium 
channels, which contributes to slowing of conduction and prolongation of refractormess. The 
antrsympathetic action and the block of calcium and potassium channels are responsible for the 
negattve dromotropic effects on the sinus node and for the slowing of conduction and prolongation of 
refractoriness rn the atnoventncular (AV) node. Its vasodilatory actron can decrease cardtac workload 
and consequently myocardial oxygen consumption. 

Amiodarone Hydrochloride Injectron admrnistration prolongs intranodal conductton (Atrial-His, AH) and 
refractormess of the atrioventncular node (ERP AVN), but has little or no effect on sinus cycle length (XL), 
refractoriness of the right atrium and right ventricle (ERP RA and ERP RV), repolanzatron (QTc), 
rntraventrtcular conductton (QRS), and rnfranodal conduction (Hrs-ventricular, HV). A  comparison of the 
electrophysiologrc effects of Amrodarone Hydrochloride Injection and oral amlodarone HCI IS shown In the 
table below. 

EFFECTS OF INTRAVENOUS AND ORAL 
AMIODARONE HYDROCHLORIDE ON 

ELECTROPHYSIOLOGIC PARAMETERS 
ERP ERP ERP 

Formulatton 
I.V 
Oral 

SCL QAS QTC AH HV RA RV AVN 
t, ++ <+ t. ++ 
T +I t T  7 T 

-*No Change 

At higher doses (~10 mg/kg) of Amtodarone Hydrochloride ln)ectton, prolongation of the ERP RV and 
modest prolongatron of the QRS have been seen. These differences between oral and intravenous 
admrmstratron suggest that the inrtial acute effects of Amrodarone Hydrochloride Infectton may be 
predomrnantly focused on the AV  node, causing an intranodal conduction delay and Increased nodal 
refractoriness due to slow channel blockade (class IV activrty) and noncompetrtrve adrenergrc 
antagomsm (class II actwity) 
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Pharmacokmetlcs and Lletabol~snl 
Amrodarone exhibits complex dlsposlt lOn charactenshcs after I f l travenOuS admrnrstration. Peak serum 

! 

concenlrahofls after srngle 5 mgikg 1 S- 
5 and 41 mg/L. Peak concentrahons ah 
lntection In patrents with ventricular 

rnfusions of 150 mg Amrodarone Hydrochloride 

(VT) range between 7 and 26 mg/L. Due to rapid drstribution:serum ccncentrattons deckne to 16% of 
peak values wrthrn 30 to 45 mrnutes after the end of the rnfusron. In clmtcal trials. after 48 hours of 
contrnued rnfusrons (125. 500. or 1000 mg/day) plus supplemental (150 mg) tnfusions (for recurrent 
arrhythmtas). amiodarone mean serum concentrahons between 0 7 to 1 4 mg/L were observed (n=260) 

N-desethylamrodarone (DEA) is the malor actrve metabolite of amrodarone in humans. DEA serum 
concentrations above 0 05 mg/L are not usually seen until after several days of conttnuous mfusron but 
with prolonged therapy reach approxrmately the same concentratron as amlodarone The enzymes 
responsrble for the N-deethylaiton are believed to be the cytochrome P-450 3A (CYP3A) subfamrly, 
pnncrpally CYP3AJ. This rsozyme IS present In both the kver and mtesttnes. The highly variable 
systemrc avarlabrlity of oral amrodarone may be attributed potenttally to large rntenndividual varrabrlrty in 
CYP3A4 actrvity. 

Amrodarone IS elimmated primarily by hepatic metabolism and brltary excretion and there is negligrble 
excretron of amrodarone or DEA rn urine Neither amrodarone nor DEA IS dralyzable. Amrodarone and 
DEA cross the placenta and both appear rn breast mrlk 

No data are available on the actrvrty of DEA In humans, but In animals, It has signtfrcant 
electrophysiologtc and anharrhythmrc effects generally similar to amtodarone itself. DEA’s precise role 
and contnbubon to the anbarrhythmrc actrvib,r of oral amiodarone are not certain. The development of 
maximal ventricular class III effects after oral amiodarone HCI admintstration In humans correlates more 
closely wtth DEA accumulatron over trme than with amiodarone accumulatton On the other hand (see 
CLINICAL TRIALS), after Amrodarone Hydrochloride Injectton admtnrstratron, there is evrdence of 
actrvtty well before signrficant concentrabons of DEA are attained. 

The followrng table summarizes the mean ranges of pharmacokrnettc parameters of amrodarone 
reported rn single dose t.v. (5 mg/kg over 15 mm) studies of healthy subjects. 

PHARMACOKINETIC PROFILE 

Drug 

AFTER I.V. AMIODARONE ADMINISTRATION 
Clearance VC V 
(mLih/kg) Wd &I) 

t,, 
Wfs) 

Amrodarone 
Desethylamiodarone 

90-l 58 02 40-64 20-47 
197-290 68-166 2 AMI t,n 

Notes. V, and V,, denote the central and steady-state volumes of distributron from i.v. studies. 

“-” denotes not available. 

Desethylamrodarone clearance and volume involve an unknown brotransformatron factor. 

The systemtc availabiltty of oral amiodarone in healthy subjects ranges between 33% and 65%. From in 
wtro studtes, the protein binding of amiodarone is >96%. 

In clrnrcal studies of 2 to 7 days, clearance of amiodarone after mtravenous administration in patients 
with VT and VF ranged between 220 and 440 mUh/kg. Age, sex, renal disease, and hepatic dtsease 
(crrrhosrs) do not have marked effects on the dtsposttion of amrodarone or DEA. Renal rmparrment does 
not tnfluence the pharmacokmetics of amtodarone. After a single dose of Amiodarone Hydrochloride 
lnlechon m crrrhotrc pattents. sigmficantly lower C ~ZM and average concentration values are seen for 
DEA, but mean amiodarone levels are unchanged Normal subjects over 65 years of age show lower 
clearances (about 100 mUhr/kg) than younger subjects (about 150 mUhr/kg) and an increase In t,,, 
from about 20 to 47 days. In patients wrth severe left ventricular dysfunction, the pharmacoktnetics of 
amtodarone are not srgnificantly altered but the terminal drspositron t,,z of DEA is prolonged. Although 
no dosage adjustment for patrents with renal, hepatic, or cardiac abnormalities has been defined during 
chronic treatment wrth oral amiodarone HCI. close cltnical monitoring is prudent for elderly patients and 
those wrth severe left ventricular dysfunction 

There IS no established relationship between drug concentration and therapeuttc response for short-term 
Intravenous use. Steady-state amrodarone concentrations of 1 to 2.5 mg/L have been assoctated with 
anttarrhythmic effects and acceptable toxicity following chronic oral amiodarone HCI therapy. 

Pharmacodynamics 
Amtodarone Hydrochloride Injection has been reported to produce negatrve inotroptc and vasodilatory 
effects In animals and humans In clrnrcal studies of patients with refractory VF or hemodynamically 
unstable VT, treatment-emergent, drug-related hypotensron occured tn 2.88 of 1836 patients (16%) 
treated wrth Amrodarone Hydrochloride Injectron. No correlations were seen between the baseline 
qectron fraction and the occurence of clintcally signrficant hypotenston during infusion of Amiodarone 
Hydrochloride Injection. 

Clinical Trials 
Apart from studtes rn patients with VT or VF, described below, there are two other studies of 
amiodarone showrng an antiarrhythmic effect before srgnificant levels of DEA could have accumulated. 
A placebo-controlled study of i.v. amrodarone (300 mg over 2 hours followed by 1200 mg/day) in 
post-coronary artery bypass graft patients with supraventncular and 2- to 3-consecuttve-beat ventricular 
arrhythm!as showed a reductron In arrhythmras from 12 hours on. A baseline-controlled study usmg a 
similar I v regimen in patients wrth recurrent, refractory VTNF also showed raprd onset of 
antiarrhythmrc actrvrty; amiodarone therapy reduced eprsodes of VT by 85% compared to baselrne 

The acute effectrveness of Amiodarone Hydrochloride Injection rn suppressing recurrent VF or 
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hemodynamtcally unstable VT IS supported 
a 

randomtzed. parallel. dose-response studres of 
approxtmately 3GO pattents each. In these st , pattents wtth at least two eprsodes of VF or 
hemodynamtcally unstable VT in the preceding 24 hours were randomly assigned to recerve doses of 
approximately 125 or 1000 mg over the first 24 hours, an E-fold drfference. In one study, a mrddfe dose 
of approxrmately 500 mg was evaluated The dose regtmen consrsted of an tntttal raprd loading 
infusron. followed by a slower 6-hour loadrng tnfuston. and then an 18-hour maintenance InfusIon The 
mamtenance Infusion was conttnued up to hour 48. Addittonal IO-mmute infusions of 150 mg 
Amtodarone Hydrochloride Infectton were given for “breakthrough’ VTNF more frequently to the 
125mg dose group, thereby constderably reducing the planned E-fold drfferences In total dose to 
1 8- and 2 6- fold, respectively, in the two studies. 

The prospectrvely defined primary efficacy end point was the rate of VTNF episodes per hour For both 
studtes. the median rate was 0 02 eprsodes per hour in pattents receivmg the high dose and 0 07 
eptsodes per hour in patients recervmg the low dose, or approximately 0.5 versus 1 7 eprsodes per day 
(p=O.O7, 2-srded In both studies). In one study, the time to first eptsode of VTNF was stgntftcantly 
prolonged (approxtmately IO hours tn patients recetving the low dose and 14 hours In pattents recervmg 
the high dose) In both studies, significantly fewer supplemental infusrons were given to patients rn 
the htgh-dose group Mortaltty was not affected In these studtes, at the end of double-bltnd theraDy or 
after 48 hours, all patients were given open access to whatever treatment (including Amrodarone 
Hydrochloride Infection) was deemed necessary. 

INDICATIONS AND USAGE 
Amrodarone Hydrochloride In)ectron IS indicated for tnittation of treatment and prophylaxis of frequently 
recurring ventricular ftbrillation and hemodynamically unstable ventricular tachycardia in pattents 
refractory to other therapy Amiodarone Hydrochloride infection also can be used to treat patients with 
VTNF for whom oral amiodarone HCI is indicated, but who are unable to take oral medication. During or 
after treatment wtth Amtodarone Hydrochloride InJection, patients may be transferred to oral amtodarone 
HCI therapy (see DOSAGE AND ADMINISTRATION ) 

Amrodarone Hydrochloride Injection should be used for acute treatment until the patrent’s ventricular 
arrhythmtas are stabilized. Most patients will require this therapy for 48 to 96 hours, but Amrodarone 
Hydrochloride Infection may be safely administered for longer periods if necessary 

CONTRAINDICATIONS 
Amrodarone Hydrochloride Infection is contratndrcated in patients wrth known hypersensrtivrty to any of 
the components of Amiodarone Hydrochloride Injection, or in patients with cardiogemc shock, marked 
stnus bradycardia, and second- or third-degree AV block unless a functiontng pacemaker IS avatlable. 

WARNINGS 
Hypotension 
Hypotenston IS the most common adverse effect seen with Amrodarone Hydrochloride Infection. In 
clinical trials, treatment-emergent, drug-related hypotenston was reported as an adverse effect tn 268 
(16%) of 1836 patients treated with Amrodarone Hydrochloride Infection. Clinically significant 
hypotenston during infusions was seen most often In the first several hours of treatment and was not 
dose related, but appeared to be related to the rate of infusion. Hypotensron necessttatmg alteratrons In 
Amiodarone Hydrochlortde Infection therapy was reported In 3% of pattents, with permanent 
discontmuatron required in less than 2% of patients. Hypotension should be treated intttally by slowing 
the infusion; additional standard therapy may be needed, including the following. vasopressor drugs, 
postttve inotroprc agents, and volume expansion. The initial rate of infusion should be monitored 
closely and should not exceed that prescribed in DOSAGE AND ADMINISTRATION. 

Bradycardia and AV Block 
Drug-related bradycardia occurred in 90 (4.9%) of 1836 patrents in clinical trials while they were 
receivmg Amiodarone Hydrochloride Injectton for Irfe-threatentng VTNF; it was not dose-related 
Bradycardia should be treated by slowing the infusion rate or dtscontinuing Amiodarone Hydrochloride 
Injection. In some pattents, inserttng a pacemaker is requtred. Desptte such measures, bradycardta was 
progressive and termrnal in 1 patient during the controlled trials. Patients wrth a known predtspositton to 
bradycardta or AV block should be treated with Amiodarone Hydrochloride Infection in a settrng where a 
temporary pacemaker IS avatlable. 

Long-Term Use 
See labeling for oral amiodarone HCI. There has been limited experience in patlents receiving 
Amiodarone Hydrochloride Injection for longer than 3 weeks. 

Neonatal Hypo- or Hyperthyroidism 
Although amrodarone use during pregnancy IS uncommon, there have been a small number of 
published reports of congenttal goiter/hypothyrordism and hyperthyroidrsm assocrated wrth its oral 
administration If Amiodarone Hydrochloride Injectron IS admrmstered during pregnancy, the patrent 
should be apprised of the potential hazard to the fetus. 
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P R E C A U T IO N S  
A m r o d a r o n e  Hydroch lo  m l  tect ion shou ld  b e  admrnrs te red  on ly  by  phys icrans w h o  
the  t reatment  of  I r fe- threatenrng arrhythmras.  w h o  a re  thorough ly  famr l rar  wr th the  risks a n d  banafr ts  of  
a m r o d a r o n e  HCI  therapy.  a n d  w h o  h a v e  access to facrlrt ies a d e q u a t e  for m o n r t o n n g  the  ef fectrveness 
a n d  s rde effects of  t reatment  

L iver  E n z y m e  E levat ions  
E levat rons  of  b l o o d  hepat rc  enzyme  va lues- -a lan tne  amrnot rans fe rase  (ALT) ,  aspar ta te  
ammot rans fe rase  (AST) ,  a n d  gamma-g lu tamy l  t ransferase (GGT) -  a re  s e e n  common l y  rn  patrents wr th 
rmmedra te ly  I r fe- threatenrng V T N F  ln terpret rng e leva ted  A S T  actrvrty can  b e  drffrcult because  the  va lues  
m a y  b e  e leva ted  In pat ients  w h o  h a v e  h a d  recent  myocardra l  rnfarctron, congest ive  hear t  fat lure, o r  
mu i t lp le  electr ical  def rbn l la t rons Approx rmate ly  5 4 %  of pat rents  recerv ing A m r o d a r o n e  Hydroch lo r ide  
ln lect ron W I c l rnrcal  s tudres h a d  base l i ne  l iver enzyme  e levat ions,  a n d  1 3 %  h a d  cl inrcal ly srgnif tcant 
e levatrons.  in  8 1 %  of pat rents wr th bo th  base l i ne  a n d  on- therapy  da ta  avar lab le ,  the  lrver enzyme  
e levat rons er ther  Improved  d u r m g  therapy  or  r e m a i n e d  at base l i ne  levels.  Base l rne  abnorma i r t res  rn  
hepat rc  enzymes  a re  no t  a  con t ra rndrcahon  to t reatment .  

T w o  (2)  cases of fatal  hepa toce l lu la r  necros is  after t reatment  wr th A m i o d a r o n e  Hydroch lo r ide  In)ectron 
h a v e  b e e n  repor ted  T h e  pat ients,  o n e  2 8  years of  a g e  a n d  the  o ther  6 0  years of  age ,  w e r e  t reated for 
atr ia l  a r rhy thmias wi th  a n  rnrtral  rn fusron of 1 5 0 0  m g  over  5  hours ,  a  rate m u c h  h rghe r  than  
r e c o m m e n d e d  B o t h  patrents d e v e l o p e d  hepat rc  a n d  rena l  far lure wi th in  2 4  hours  after the  start of  
A m r o d a r o n e  Hydroch lo r ide  ln iect ron t reatment  a n d  d i e d  o n  day  1 4  a n d  day  4,  respectrvely.  B e c a u s e  
these ep isodes  of hepat rc  necrosrs m a y  h a v e  b e e n  d u e  to the  rap rd  rate of  mfusron  wi th  poss ib le  
ra te- re la ted hypotens ion .  the  in i t ia l  ra te of  in fus ion shou ld  b e  mon i to red  cfosely a n d  shou ld  no t  
exceed  that p rescr ibed in  D O S A G E  A N D  ADMINISTRATION.  

In pat ients  wi th  I r fe- threatening arrhythmias,  the  potent ia l  risk of  hepat rc  rn jury shou ld  b e  w e i g h e d  
aga ins t  the  potent ra l  benef i t  of  A m i o d a r o n e  Hydroch lo r ide  Infect ion therapy,  bu t  pat ients  recervrng 
A m i o d a r o n e  Hydroch lo r ide  ln lect ion shou ld  b e  mon i to red  careful ly  for ev idence  of progress ive hepat rc  
in jury.  Cons idera t ion  shou ld  b e  g i ven  to reduc ing  the  rate of  adminrs t ra t ron or  wr thd rawrng  A m r o d a r o n e  
Hydroch lo r ide  In ject ion in  such cases. 

P roar rhy thmia  
L ike  a l l  ant tarrhythmrc agents ,  A m r o d a r o n e  Hydroch lo r ide  In ject ion m a y  cause  a  w o r s e m n g  of exrst ing 
ar rhy thmias or  precrpr tate a  n e w  arrhythmra.  Proar rhy thmra,  pr imar i ly  torsades d e  poin!es,  has  b e e n  
assoc ia ted wrth p ro longa t i on  by  A m i o d a r o n e  Hydroch lo r ide  In jectron of  the  O T C  Interval  to 5 0 0  ms  or  
greater .  A l t h o u g h  QTc  p ro longa t ron  occur red  f requent ly  in  pat rents rece iv ing A m r o d a r o n e  Hydroch lo r ide  
Infectron, torsades d e  porn tes  o r  new-onse t  V F  occur red  in f requent ly  ( less than  2%) .  Pat ients  shou ld  b e  
mon i to red  for QTc  p ro longa t i on  du r i ng  mfusron  wi th  A m i o d a r o n e  Hydroch lo r ide  Infectron. 

P u l m o n a r y  Disorders  
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A R D S  
T w o  percent  ( 2 % )  of  pat ients  w e r e  repor ted  to h a v e  adu l t  respiratory drstress synd rome  ( A R D S )  du r i ng  
c l in ical  studies. A A D S  is a  d isorder  character ized by  b i latera l ,  dr f fuse pu lmona ry  rnfr l trates wi th  
pu lmona ry  e d e m a  a n d  vary ing deg rees  of respiratory insuff ic iency. T h e  clrnical  a n d  rad iog raphrc  p ic ture 
can  ar ise after a  var iety of  l u n g  in jur ies,  such as  those resul t tng f rom t rauma,  shock, p r o l o n g e d  
ca rd ropu lmonary  resusci tat ion, a n d  aspr ra t ion  p n e u m o n i a ,  cond i t ions  present  in  m a n y  of the  pat ients  
en ro l l ed  in  the  c l in ical  studies. It IS  no t  poss ib le  to de te rm ine  wha t  ro le,  if any,  A m i o d a r o n e  
Hydroch lo r ide  In ject ion p layed  rn  causmg  or  exacerba t ing  the  pu lmona ry  d isorder  rn  those pat ients  

Postoperat rve ly ,  occur rences of A R D S  h d v e  b e e n  repor ted  in  pat ients  rece iv ing o ra l  a m r o d a r o n e  HCI  
therapy  w h o  h a v e  u n d e r g o n e  & h e r  cardrac o r  noncard iac  surgery.  A l t h o u g h  patrents usua l ly  r espond  
we l l  to v rgorous  resprratory therapy,  in  ra re  Instances the  ou t come  has  b e e n  fatal. Unt i l  fur ther s tudres 
h a v e  b e e n  per fo rmed,  it IS  r e c o m m e n d e d  that FIO, a n d  the  de te rminan ts  of  oxygen  del rvery to the  
trssues (e.g., SaO, ,  PaO, )  b e  c losely mon i to red  in  pat ients  o n  a m i o d a r o n e  HCI. 

P u l m o n a r y  f ibrosis 
On ly  1  of  m o r e  than  1 0 0 0  patrents t reated wi th  A m i o d a r o n e  Hydroch lo r ide  In jectron rn  c l imcal  s tudies 
d e v e l o p e d  pu lmona ry  f ibrosis. In that pat ient ,  the  cond i t ion  was  d i a g n o s e d  3  mon ths  after t reatment  wi th  
A m i o d a r o n e  Hydroch lo r ide  Inject ion, du r i ng  wh ich  t ime she  rece ived ora l  a m i o d a r o n e  HCI. P u l m o n a r y  
toxicity IS  a  we l l - recogn ized  compl ica t ion  of  long- te rm a m t o d a r o n e  use  (see l abe l rng  for o ra l  amro -  
d a r o n e  HCI). 

Su rge ry  
C lose  penopera t i ve  mon i to r ing  is r e c o m m e n d e d  in  pat ients  u n d e r g o i n g  gene ra l  anes thes ia  w h o  a re  o n  
a m i o d a r o n e  therapy  as  they m a y  b e  m o r e  sensi t ive to the  myocard ia l  depressan t  a n d  conduc t ion  
defects of  h a l o g e n a t e d  inha la t iona l  anesthet ics.  

D r u g  Interact ions 
A m r o d a r o n e  can  inh ib i t  me tabo l i sm m e d i a t e d  by  cy tochrome P - 4 5 0  enzymes,  p robab ly  account rng  for 
the  srgnrf icant effects of  o ra l  a m i o d a r o n e  HCI  ( a n d  p resumab ly  A m i o d a r o n e  Hydroch lo r ide  In ject ion) o n  
the  pharmacokrnet rcs  of  var ious therapeut ic  agen ts  inc lud ing  d igox in ,  qu rn rd ine .  p roca inamide ,  war far in  
( C Y P P C S ) ,  dex t rome tho rphan  (CYP2D6) .  a n d  cyc losponne ( C Y P 3 A 4 ) .  H e m o d y n a m r c  a n d  
e lect rophys io logrc  in teract ions h a v e  a lso  b e e n  observed  after concomi tan t  admmrs t ra t ron  wrth 
p roprano lo l ,  dr l t razem, a n d  verapami l .  Converse ly ,  agen ts  p roduc ing  a  srgni f icant effect o n  a m r o d a r o n e  
pha rmacokmebcs  inc lude  phenytorn ,  crmetrd ine,  a n d  cho lestyramine.  B e c a u s e  of the  l o n g  hal f- l i fe of  
amroda rone ,  d r u g  rnteractrons m a y  persist  l o n g  after d iscont inuat ion  of  d r u g  admrnrst ra t ron.  F e w  da ta  
a re  ava t lab le  o n  d r u g  rnteractrons wi th  A m r o d a r o n e  Hydroch lo r ide  In]ect ion. Except  as  no ted ,  the  
fo l low ing  tab les summar i ze  the  Impor tant  rnteract ions b e t w e e n  ora l  a m r o d a r o n e  HCI  a n d  o ther  
therapeut rc  agen ts  
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SUMMARY OF DRUG INTERACTIONS WITH AMIODARONE HCL 
Drug Whose Effects May Be Increased by Amiodarone HCI 

Concomttant Drug Interactton 
Warfann Increases prothrombtn time. 

- 
- 

Digoxtn 
Qutntdtne 
Procatnamtde 
Drsopyramtde 
Fentanyl 
Flecaimde 

Ltdocatne 

Cyclosporine 

Increases serum concentrahon 
increases serum concentratton. 
Increases serum concentrabon. NAPA concentrahon 
increases QT prolongation which could cause arrhythmta. 
May cause hypotenston, bradycardia, decreased cardiac output. 
Reduces the dose of flecaintde needed to maintatn therapeuttc plasma 
concentrattons. 
Oral: Sinus bradycardta was observed in a patient recetving oral amtodarone HCI 
who was given ltdocatne for local anesthesta 
I.V.: Sezure assoctated wtth Increased kdocatne concentrahons was observed In 
one patient. 
Produces perststently elevated plasma concentrations of cyclosponne resulting in 
elevated creatinine. desptte reduction in dose of cvclosoorm. 

1 - 
SUMMARY OF DRUG INTERACTIONS WITH AMIODARONE HCL 

Drugs that May Interfere with Actions of Amiodarone HCI - 
Concomitant Druq Interaction 
Cholestyramtne Increases enterohepatic el immation of amiodarone and may reduce serum levels- 

and t,,*. 
Ctmettdtne Increases serum amiodarone levels. 
Phenytotn Decreses serum amiodarone levels. - 
fotenbal drug class interact/ens wth Amrodarone HCI 
Beta Blockers. Since amiodarone HCI has weak beta blocking acttvity, use wtth beta blocktng agents 
could Increase risk of hypotenston and bradycardia. 

Calctum Channel Blockers, Amiodarone HCI inhabits atrioventncular conductton and decreases 
myocardial contractility, increasmg the risk of AV  block wtth verapamtl or dtltlazem or of hypotenston 
with any calcium channel blocker. 

Volattle Anesthetic Agents (see PRECAUTIONS - Surgery ). 

In addition to the interactions noted above, chrome (>2 weeks) oral amtodarone HCI admintstrahon 
Impairs metabolism of phenytotn, dextromethorphan, and methotrexate. 

Electrolyte Disturbances 
Patients with hypokalemia or hypomagnesemia should have the condition corrected whenever posstble 
before being treated with Amtodarone Hydrochloride Infection, as these disorders can exaggerate the 
degree of QTc prolongation and increase the potential for torsades de porntes. Special attention should 
be given to electrolyte and actd-base balance in patients experiencing severe or prolonged diarrhea or in 
pattents receiving concomitant diuretics. 

Carcinogenesis, Mutagenesis, Impairment of Fertility 
No carcinogenicity studies were conducted with Amiodarone Hydrochloride In]ection. However, oral 
amtodarone HCI caused a statisttcally significant. dose-related increase tn the Incidence of thyrotd 
tumors (folltcular adenoma and/or carcinoma) in rats. The incidence of thyrotd tumors In rats was greater 
than the incidence tn controls even at the lowest dose level tested i.e , 5 mg/kg/day 
(approximately 0.08 times the maximum recommended human mamtenance dose’). 

Mutagentcity studies conductid with amiodarone HCI (Ames, micronucleus, and lysogentc inductton 
tests) were negattve 

No fertility studies were conducted wtth Amtodarone Hydrochloride Injectton However, in a study in 
whtch amiodarone HCi was orally admtnistered to male and female rats, begtnntng 9 weeks prior to 
mating, reduced ferttlity was observed at a dose level of 90 mg/kg/day (approxtmately 1 4 times the 
maximum recommended human mamtenance dose*) 

‘600 mg in a 50 kg pattent (dose compared on a body surface area basis) 

Pregnancy 
Category D. See WARNINGS and Neonatal Hypo- or Hyperthyroidism. In addihon to causmg 
infrequent congenital goiter/hypothyroidtsm and hyperthyroidism, amiodarone has caused a variety of 
adverse effects in animals. 

In a reproductive study In which amtodarone was gtven intravenously to rabbtts at dosages of 5, IO, or 
25 mg/kg per day (about 0.1,0.3, and 0.7 ttmes the maxtmum recommended human dose [MRHD] on a 
body surface area basis), maternal deaths occurred in all groups, including controls. Embryotoxicity (as 
manifested by fewer full-term fetuses and Increased resorptions with concomttantly lower latter wetghts) 
occurred at dosages of 10 mg/kg and above. No evidence of embryotoxlclty was observed at 5 mgikg 
and no teratogentcity was observed at any dosages. 

In a teratology study In which amiodarone was admtnistered by contmuous t.v. rnfuston to rats at 
dosages of 25, 50, or 100 mg/kg per day (about 0.4, 0.7, and 1.4 times the MRHD when compared on 
a body surface area basis), maternal toxtctty (as evidenced by reduced weight gatn and food 
consumption) and embryotoxtctty (as evidenced by Increased resorpttons, decreased live lttter stze, 
reduced body weights, and retarded sternum and metacarpal osstficahon) were observed In the 
100 mg/kg group. 

Amiodarone Hydrochloride Injection should be used during pregnancy only tf the potenttal benefit to the 
mother justifies the risk to the fetus 
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Nursing Mothers 
Amlodarone IS excreted In human milk, suggesting that breast-feedtng could expose the nursing Infant 
to a slgnlftcant dose of the drug Nursing offspnng of lactating rats admlnrstered amiodarona have 
demonstrated reduced vlablllty and reduced body weight gains The risk of exposing the Infant to 
amlodarone should be weighed against the potential benefit of arrhythmta suppresslon rn the mother 
The mother should be advlsed to discontinue nursing 

Labor and Delivery 
It IS not known whether the use of amiodarone HCI during labor or delivery has any lmmedlate or 
delayed adverse effects Precllmcal studies in rodents have not shown any effect on the duration of 
gestation or on parturition. 

Pediatric Use 
The safety and efficacy of amiodarone HCI In the pediatric population have not been establlshed; 
therefore, its use In pediatric patients IS not recommended. 

Amiodarone Hydrochloride Injection contains the preservative benzyl alcohol (see DESCRIPTION) 
There have been reports of fatal “gasplng syndrome” in neonates (chtldren less than one month of age) 
followlng the admlnistratlon of Intravenous solutions containing the preservative benzyl alcohol, 
Symptoms include a striking onset of gasplng respiration, hypotension, bradycardia, and cardiovascular 
collapse. 

Geriatric Use 
Clinical studies of Amiodarone Hydrochloride Injection did not include sufficient numbers of subjects 
aged 65 and over to determine whether they respond differently from younger subjects Other reported 
cllmcal experience has not ldentlfied differences in responses between the elderly and younger patients. 
In general, dose selection for an elderly patlent should be cautious, usually starting at the low end of the 
dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of 
concomitant disease or other drug therapy. 

ADVERSE REACTIONS 
In a total of 1836 patients in controlled and uncontrolled clinical trials. 14% of patients received 
Amiodarone Hydrochloride InjectIon for at least 1 week, 5% received it for at least 2 weeks, 2% 
received It for at least 3 weeks, and 1% received it for more than 3 weeks, without an increased 
Incidence of severe adverse reactlons. The mean duration of therapy in these studies was 5 6 days; 
median exposure was 3.7 days. 

The most important treatment-emergent adverse effects were hypotenslon, asystole/cardiac 
arresffelectromechanlcal dissociation (EMD), cardlogenic shock, congestive heart failure, bradycardla, 
l!ver function test abnormalities, VT, and AV block. Overall, treatment was discontinued for about 9% of 
the patients because of adverse effects. The most common adverse effects leadlng to dlscontinuatlon 
of Amiodarone Hydrochloride Injection therapy were hypotension (1.6%). asystole/cardiac arrest/EMD 
(1 2%), VT (1 I%), and cardiogenlc shock (1%) 

The followlng table lists the most common (incidence 22%) treatment-emergent adverse events during 
Amiodarone Hydrochloride Injection therapy consldered at least possibly drug-related. These data 
were collected from the clinical trials involvfng 1836 pattents with life-threatening VTNF. Data from 
all assigned treatment groups are pooled because none of the adverse events appeared to be 
dose-related. 

SUMMARY TABULATION OF TREATMENT-EMERGENT 
DRUG-RELATED STUDY EVENTS IN PATIENTS 
RECEIVING AMIODARONE HYDROCHLORIDE 

INJECTION IN CONTROLLED AND 
OPEN-LABEL STUDIES (12% INCIDENCE) 

Controlled Open-Label 

:: . . . . . .._ 
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Study Event 
Body as a Whole 
Fever 

Cardiovascular System 
Bradycardia 
Congestive Heart Failure 
Heart arrest 
Hypotenslon 
Ventricular tachycardia 
Digestive System 
Liver function tests abnormal 

Studies Studies 
(n=814) (tl=1022) 

24 (2.9%) 13 (1 2%) 

49 (6.0%) 41 (4.0%) 
18 (2.2%) 21 (2.0%) 
29 (3.5%) 26 (2.5%) 

165 (20.2%) 123 (12.0%) 
15 (1.8%) 30 (2 9%) 

35 (4 2%) 29 (2.8%) 

Total 
(rk1836) 

37 (2.0%) 

90 (4.9%) 
39 (2 1%) 
55 (2.9%) 

288 (15.6%) 
45 (2.4%) 

64 f3 4%) 
Nausea 29 (3.5%) 43 i4.2% j 72 (;.9%j 

Other treatment-emergent possibly drug-related adverse events reported in less than 2% of patients 
recelvlng Amiodarone Hydrochloride Inlectlon in controlled and uncontrolled studies Included the following 
abnormal kidney function, atrial fibrillation, diarrhea, Increased ALT, Increased AST, lung edema, nodal 
arrhythmia, prolonged QT Interval. respiratory disorder, shock, slnus bradycardta. Stevens-Johnson 
syndrome, thrombocytspenla. VF, and vomiting 



In postmarkebng SUrVelkme. tom epldermal necrolysis, pancytopenla, neutropenta, angloedema, and 
anaphylactlc shock also have been reported with amlodarone therapy 

OVERDOSAGE 
The most likely effects of an Inadvertent overdose of Amlodarone Hydrochloride Inlectlon are 
hypotenslon, cardlogenlc shock, bradycardla, AV block, and hepatotoxlclty. Hypotension and 
cardlogenlc shock should be treated by slowing the infuslon rate or with standard therapy: vasopressor 
drugs, positive inotropic agents, and volume expansion. Eradycardta and AV block may require 
temporary pacing. Hepatlc enzyme concentrat!ons should be momtored closely. Amcodarone is not 
dlalyzable. 

DOSAGE AND ADMINISTRATION 
Amlodarone shows considerable intenndwidual variation In response. Thus, although a startmg dose 
adequate to suppress life-threatenmg arrhythmias IS needed, close monitoring with adjustment of dose 
as needed IS essential. The recommended starting dose of Amtodarone Hydrochloride Injectton 1s about 
1000 mg over the first 24 hours of therapy, delivered by the followmg infuslon regimen. 

AMIODARONE HYDROCHLORIDE INJECTION 
DOSE RECOMMENDATlONS 

FIRST 24 HOURS - 
Loading infusions First Rapid: 150 mg over the FIRST 10 minutes 

(15 mg/min). 

FoNowed by Slow: 

Add 3mL of Amiodarone Hydrochloride 
Injection (150 mg) to 100 mL D5W 
(concentration = 1.5 mg/mL). Infuse 
100 mL over 10 minutes. 
360 mg over the NEXT 6 hours 
(1 mg/min). 

Maintenance infusion 

Add 18 mL of Amiodarone Hydrochloride InjectIon 
(900 mg) to 500 mL D5W (concentratton = 1.8 mg/mL). 
540 mg over the REMAINING 16 hours (0.5 mg/min). 
Decrease the rate of the slow loading infusion to 0.5 mg/mln. 

After the first 24 hours, the maintenance infusion rate of 0.5 mg/mln (720 mg/24 hours) should be 
continued uhliz!ng a concentrabon of 1 to 6 mg/mL (Amiodarone Hydrochloride InjectIon concentrations 

: greater than 2 mg/mL should be adminlstered v!a a central venous catheter). In the event of 
:: breakthrough episodes of VF or hemodynamically unstable VT, 1.50-mg supplemental infusIons of 

Amiodarone Hydrochloride Injection mixed in 100 mL of D,W may be admtnlstered. Such InfusIons 
should be administered over 10 minutes to mlnlmlze the potential for hypotension. The rate of the 
mamtenance infusion may be increased to achieve effective arrhythmia suppresston. 
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The first 24-hour dose may be individualized for each patient, however, in controlled clinical trials. mean 
daily doses above 2100 mg were associated with an increased risk of hypotenslon The initial InfusIon 
rate should not exceed 30 mgimin. 

Eased on the experience from clmical studies of Amiodarone Hydrochloride Injection, a mamtenance 
infusion of up to 0.5 mg/min can be cautiously continued for 2 to 3 weeks regardless of the patlent’s 
age, renal function, or left ventricular fundlon. There has been limited experience In patients receivtng 
Amlodarone Hydrochloride InjectIon for longer than 3 weeks. 

;: 

The surface properties of solutions containing injectable amiodarone are altered such that the 
drop size may be reduced. This reduction may lead to underdosage of the patient by up to 30% if 
drop counter infusion sets are used. Amiodarone Hydrochloride Injection must be delivered by a 
volumetric infusion pump. 

Amlodarone Hydrochloride Injection should, whenever possible, be administered through a central 
.: 
:: 

venous catheter dedicated to that purpose. An in-line filter should be used during adminlstration 

Amiodarone Hydrochloride Infection concentrabons greater than 3 mg/mL In DSW have been associated 
with a high incidence of peripheral vein phlebitis; however, concentrations of 2.5 mghL or less appear to 
be less irrrtatmg. Therefore, for infusIons longer than 1 hour, Amiodarone Hydrochloride Injectton 
concentrations should not exceed 2 mg/mL unless a central venous catheter is used 

Amlodarone Hydrochloride Injection infusrons exceeding 2 hours must be administered in glass or 
polyolefin bottles containing i&W. Use of evacuated glass containers for admixmg Amlodarone 
Hydrochloride Inlectlon IS not recommended as incompatibility with a buffer in the container may cause 
preclpltatlon. -. ,.. _,-. .._._ 
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It IS well known that to polyvmyt chloride (PVC) tubrng and the cltnical tnal dose 
admrntstratton schedule was destgned to account for thts adsorption, All of the clintcal trials were 
conducted usrng PVC tubrng and rts use IS therefore recommended. The concentrattons and rates of 
mfuston provtded III DOSAGE AND ADMINISTRATION reflect doses rdenttfied in these studies It IS 
Important that the recommended tnfuston regtmen be followed closely 

Amrodarone Hydrochloride infectron has been found to leach out plasttctzers, Including DEHP [dt-(2.eth- 
ylhexyl)phthalate] from Intravenous tubtng (tncludtng PVC tubing). The degree of leachmg Increases 
when rnfustng Amrodarone Hydrochloride Injectton at htgher concentrations and lower flow rates than 
provtded tn DOSAGE AND ADMINISTRATION. 

Amtodarone Hydrochloride infectron does not need to be protected from lrght during admtmstration. 

AMIODARONE HCL SOLUTION STABILITY 
Concentration 

Solution (ma/ml I Contatner Comments 
5% Dextrose In Water (D5W) IO-60 PVC Phystcally compattble, 

wtth 
amtodarone loss 
~10% at 2 hours 

5% Dextrose tn Water (DsW)  1.0-60 Polyoleftn, Phystcally compattbie. 
Glass wrth no amtodarone 

loss at 24 hours 

Admixture Incompatibility 
Amtodarone Hydrochloride Injectton in D ,W is tncompatible wtth the drugs shown below. 

Drug 
Aminophyllrne 
Cefamandole Nafate 
Cefazoltn Sodium 
Mezloctllin Sodturn 
Hepann Sodium 
Sodrum Bicarbonate 

Y-SITE INJECTION INCOMPATIBILITY 
Vehtcle Amtodarone Concentration 

D5W 4 mg/mL 
D5 W  4 mg/mL 
% W  4 mg/mL 
DSW 4 mg/mL 
D5W __-_ 

% W  3 mg/mL 

Comments 
Prectpttate 
Precipitate 
Precipitate 
Prectpttate 
Precipitate 
Prectpttate 

Intravenous to Oral Transition . ., 
Patients whose arrhythmias have been suppressed by Amtodarone Hydrochloride Injectton may be I :, .,,: 
swttched to oral amiodarone HCI. The opttmal dose for changing from intravenous to oral admmtstratton i. ., .:, .; ,_’ _.. :. ,: :. 

. . . : .‘. _,, t ,. ‘... ii, 1’. - -,._ 
_I .,. .... of amtodarone HCI will depend on the dose of Amiodarone Hydrochloride Injection already 

..,,, :,, .‘; ;;:.* 
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. ~-. .::. :’ -.y; .:: :: _,-,. admtntstered, as well as the bioavailability of oral amtodarone HCI. When changtng to oral amiodarone <,. ‘I ,. I. 
: 

HCI therapy, clinical monitoring IS recommended, particularly for elderly pattents 

The followtng table provides suggested doses of oral amtodarone HCI to be tnittated after varymg 
durations of Amiodarone Hydrochloride Injection administration. These recommendations are made on 
the basis of a comparable total body amount of amtodarone deltvered by the intravenous and oral 
routes, based on 50% bioavailabttity of oral amiodarone. 
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RECOMMENDATIONS FOR ORAL DOSAGE 

Duration of 
AFTER I.V. INFUSION 

lntttal Daily Dose of 
Amiodarone I.V. Infuston# Oral Amiodarone HCI 

x1 week 800-I 600 mg 
1-3 weeks 600-800 mg 
23 weeks’ 400 mg 

# Assumtng a 720 mg/day infuston (0 5 mg/min). 
+  Amiodarone Hydrochloride Injection is not Intended for maintenance treatment. 

H O W  SUPPLIED 
Amiodarone Hydrochloride Injection is avail ble In packages of 10 vials, 3 mL each, as follows. 
50 mg per mL, NDC 62086-153-03. d L /tiML v’tdi!S ,, 50 f-7+3’- tfl/,w ) /JbC, msb- 43 -18, 

: 
Store at room temperature, 15” to 25°C (59” to 77°F). t. 
Protect from light and excessive heat. .i 
Use carton to protect contents from light until used. I 

Manufactured by: 
Biontche Teo ; 0 ,. ., .; 

i ‘. ’ , ;;.,,.. l Co. Galway, Ireland i +  ,,. 
r-,,“:’ ..,;_ ._, 

, <.:, . ,;,” . .: .;:,,” ‘:’ 
:;c ‘r ;..: : . . :;i. ., : 

I. . . . ‘l..., . .” ..: :. ,I ,.,,,,,.,:. 
:: ,. .. .:‘::‘: Manufactured for ,;, .,,-, ,,‘: :j:.:...” : 

:,_. ‘.:..:...c i Btontche Pharma (Canada) Ltd 
;: . . . . ‘.i,, :‘ 

I. . ,. ‘:, ,s .:_ 
:: .I London, ON N6A 5R7 _I ‘. 

Canada 
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REFERENCE LISTED DRUG 
PACKAGE INSERT 

Cordarone” Intravenous 
(amiodarone hydrochloride) 

Oeauiptkm 
Cedamne Intravenous (Cordarone I.V.) contains amiodarone HCI (&H 
antlarrh 

I? dibdop 
mic drug. Amloderone HCl is (2 

-E& 
drl2 

NO, l HCI). a class III 

enyfJmethanone hydmchlorfde. Am 
-3-benzofuranyl)[4-[I?-( Mhylamino)ethoxy]-3.5 
one ICI has the following structural formula: 

Amiodarone HCI is a white to slightly yellow crystafline powder, and is very sli htl soluble in 
water. It has a moleculer wet 

7 
ht of 661.76 and contains 37.3% Iodine by wag t. 4 E ordarone I.V. is 

a sterile dear. pale-yellow so ution visually free from particulates. Each milliliter of the Cordarone 
I.V. fonnulatiin contains 50 mg of amiodarone HCI, 20.2 mg of benzyl alcohol, 100 mg of polysor- 
bate 80, and water for injection. 

Clinical Pharmacology 
MECHANISMS OF ACTION 
Amicdarone is generally considered a class III antiiythmic dru 
01 
s3 

ic characterfstics of atl four Vaughan Willii classes. Like CL 
but it possesses electrophysi- 

I drugs, emiodarone blocks 
rum channets at rapid pacing frequencies. and like class II drugs, it exerts a noncompetitive 

antisympathetlc action. One of its main effects. with prolonged administration, is to lengthen the 
cardiac action potentlat. a class III effect. The negative chronotropic effect of amiodarone in nodal 
tlssuas Is sfmitar to the effect of class IV drugs. In addition to Mng sodium channefs,, amio- 
darone blocks myocaniii potassium channels, which contributes to slowing of conductron and 
prolongation of refractoriness. The antisympathetk action and the block of calcium and potassi- 
um channels are responsible for the negative dromotropic effects on the sinus node and for the 
slotin 

El vasodr 
of conduction and prolongation of refractoffness in the atrioventrtcular (AV) node. Its 
tory action can decrease cardiic workload and consequently myocardial oxygen 

consumption. 
Cordarone I.V. administration prolon 
the atrfoventrkxlar node (ERP AM), 9, 

s intranodal conduction (Atrial-His. AH) and refractoriness of 
ut has little or no effect on smus cycle length (SCL), refrac- 

toriness of the right atrlum and right ventride (ERP PA and ERP RV). repokuization (QTc), Intra- 
ventricular conduction (QRS). and infranodal conduction 
the electrophysldogic effects of Co&none I.V. and oral 8-2 

is-ventricular, HV). A comparison of 
darone is shown in the table below. 
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REFERENCE LISTED DRUG 
PACKAGE INSERT 

EFFECTS OF INTFtAVENOUS AND ;~&RA~R;RONE ON ELECTROPHYSIOLOGIC 

EAP 
Formulation SCL ORS OTC AH HV EE 7: AVN 

%I ‘i =: ‘i rf 
c) 
4-b ‘i ‘i 4 

c) No change 
At higher doses (~10 mg/kg) of Cordarone I.V., prolongation of the ERP RV and modest prolonga- 
tion of the QRS have been seen. These differences between oral and lntraverlolJs adminktrath 
suggest that the lnitlal acute effects of Cordatone I.V. may be predomlnantty focused on the AV 
node, causing an intranodai conduction delay and increased nodal refractorineaa due to slow 
channel blockade (ckss IV activity) and noncompeUtive adrenargic antagonkm @ass II activity). 

PHARWCDKlNETlCS AND METAEOUSM 
Amlodme exhibits complex disposition characterkttcs after intravenoos administration. Peak 
serum concentmtions after single 5 mglkg 15-minute intravenous InfusIons in heatthy subjects 
rangebetween5and41 mghPeakroncentradloMa~er10-minutelnfusionsof150mg 
Gxdanme I.V. In patients with ventricular fibrtllatlon (VFI or hernodynamically unstable ventricular 
tachycardia (VT) range between 7 and 26 mg/L Due to rapid dktribution. serum cot~entra6ons 
declme to 10% of peak values within 30 to 45 minutes after the end of the Infusii. In clinical trt- 
ak. after 46 hours of continued infusions (125.500, or loo0 mg/day) plus supplemental (150 mg) 
lnfwlons (for recurrant arrhythmias), amiodarone mean serum umwnlratlw between 0.7 to 
1.4 mg/L were observed (n = 266). 
N-desethyiamiodarone (DEAj k tha major active rnetaboliie of amiodaruna In humans. DEA serum 
concenbatlons above 0.05 mg/L are not usually seen until after severai days of continuous Infu- 
sion but with proknged therapy reach approximately the same -bon as amiodarone. The 
enzymes responsible for the N-deethylation are believed to be the cytochrome P-450 SA (CYPSA) 
subfamily, principally CYPSA4. This kozyme is present In both the Ilver and Intestines. The highly 
variable systemic avaikbitii of orai arntodarcne may be attributed potantklly to large intenndkid- 
ual variab~lll in CYPSA4 activity. 
Amiodarone k eliminated primartl b hepatic metabolism and biliary excretion and there ls negli- 
gibteexcretionofamiodaroneor~Eklnurine.NeitheramiodaronenorDEAkdiibie.Amio- 
~eandDEAcrosjthepbcentaandbothappaarinbreastmilk 
No data are available on the activity of DEA in humans, but In anlmak. it has sl nifkant ekctro- 
physioiogic and antianhythmic effects generally similar to amiodarone Itself. 0 IS’s precke role 
and contribution to the antianhythmk activity of oral amiodarone am not certain. The develop- 
ment of maximal ventricular class Ill effects after oral Cord-e adminkttation in humans corre- 
ktes more close 
other hand (see E 

with DEA accumulation over time than with arniodarona aaurnulation. Dn the 
UNICAL TRIALS). after Cordarone I.V. adminktraticn. them k evidence of acttv- 

ity well before significant concentrations of DEA are attained. 
The following table summa&es the mean ranges of pharmacokinetic parameters of amiodarone 
reported in single dose I.v. (5 mg/kg over 15 min) studies of healthy sub)ects. 

PHARMhCOKlNEtX PROFILE AFtER I.V. AMIODARONE ADMINISlRATtON 

Drua &al 
Amiie w-156 02 40-64 2w7 
Desethylamiodarone 197-290 66-166 2 AM t,, 

Notes: V, and V, denote the central end steady-state m of dktribution from i.v. stud& 
*-. denotes not avaikble. 
Desethykmii- clearance and volume Involve an unknown biotmnsformation factor. 
The systemic availability of wal arniodarone in healthy subjects ranges between 33% and 65%. 
From in vitro studies. the orotein bindina of arniodarone is >96%. 
In clinical studies of 2 to 7 days, clearance of arniodarone after Intravenous administration in 
patients with VT and VF ranged between 220 and 440 mUh/kg. Age, sex. renal disease. and 
hepatic disease (cirrhosis) do rot have marked effects on the disposition of amiodarone or DEA 
Renal impairment does not influence the pharmacokinetics of arniodarone. After a single dose of 
Cordarone I.V. in cirrhotic patiints. significantly lower C and average concentration values are 
seen for DEA, but mean amiodarone levels are unchangq. Normal subjects over 65 years of age 
show lower clearances (about 1M) ml/h&g) than younger subjects (about 150 mlhr/kg) and an 
Increase in t,= from about 20 to 47 days. In patients with severe left ventrtcular dysfunction, the 
Dharmacokinetics of amiodarone are not siontticantlv altered but tha tminal disposition t., of 
DEA is prolon 
abnormalities Yl 

ed. Although no dosage adjristment for patients with renal, hepatic. or card& 
as been defined durina chronic treatment with oral Cordarone. close clinical moni- 

toting k prudent for elderly patients s‘;rd those with severe left ventricular dystunctlon. 
There is no established relationship betwean drug concentration and therapeutic response for 
short-term Intravenous use. Steady-state amiodarone concentrattons of 1 to 2.5 mg/L have been 
associated wtth antianhythmic effects and acceptable toxicity following chronk oral Cordarone 
therapy. 
PHARMACODYNAMICS 



REFERENCE LISTED DRUG 
PACKAGE INSERT 

CUNICAL TRIALS 
Apart from studies In patients w-ith VT or VF, described below, there are two other studies of 
amiodarone showing an an effect before si 
lated. A pla&mantrolbd~. amlodamne (3 

nlfiit levels of DEA could have accumu- 
lo ma over 2 hours followed bv 

1200 m&ay) in post- irtety bypass graft phnts -bitf~ supraventdcular and’2- to S-con- 
aecullvbbeat venttiwlar anhythmlas showed a reduction In anhythmlas from 12 hours on. A 
baseliitrolled study using a similar Lv. regimen In patients with recunent, refractory VTNF 
also showed rapld onset of anUarTtlythmic activii; emiodarone therapy reduced eplaodes of VT 
bv 65% comDared to baseline. 
Tire acute efiectlveness of Cordarone I.V. In suppressing recurrent M or hernodynamically unsta- 
ble VT is supported by two randomized, parallel. do#-rasponsa studies of approximately 300 
patients each. In these studies, patients with at least two episcdes of VF 0I h%modynamccally 
unstabb VT In the preceding 24 hours were randomly as@ned to receive dosee of approximately 
125orlOOOmgover~flrst24h4urs,anBfdddifference.Inonestudy,amiddledoseof 
~proximatefy 600 mg was evaluated. The dose regimen consiaMl of an initial rapid loading infu- 
~~fwed by a slower 6-hour 

+?I 
infusion, and then an 16-hour maintenance lnfuslon. 

enance infudon was conbnu up to hour 46. Additional W-minute infusions of 160 mg 
Cordarone I.?. were given for ‘breaMhrw h” VTNF more fr 
thereby considerably reducing the IanrJ 

uently to the 125-rng dose group, 
p &fold differences “1 n total dose to 1.6- and 2.6- fold, 

respectivedy, In the two suldies. 
The prospectMy defined primary efficacy and point was the rate of VT/W episodes per hour. For 
both studies, the median rate was 0.02 e lsodes per hour in patients receiving the high dose and 
0.07 episodes per hour In patients r ecdvi g the low dose, or appmximaMy 0.5 versus 1.7 

3 I! 
isodesperda @~0.07.2-sided,inbothstudles 
M was sign ~cantfy pro 

. +%I3 
ed (approxlmatdy 1 A- 

Inoneatudy.theUmetofirstepkodeof 
hours in patients receiving the.low dose and 

14 hours in patients receMng high dose). In both studies, dgnifii fewer supplemental 
infusions were given to patients in the high-dose group. Mor?alii was not affected In these dud- 
ies: at the and of double-blind tharapy or after 46 hours, all patiits were given open access to 
whatever treatment @uzludii Cordarone I.V.) was deemed necessary. 

Indications and Usage 
Cordarone I.V. Is indicated for initi$lon of treatment and prophylaxis of frequently recuting ven- 
tricular fibrillation and hemodynamccall 
other therapy. Cor&rone I.V. also can Tie 

unstable ventricular tachycardii in patients refractory to 
usedtotreatpaUentswithW/VFforwhomoral 

Cordarone is indicated. but who are unable to take oral medication. During or after treatment with 
Cordarone I.V.. patients may be transferred to oral Cordarone therapy (see Dosage and 
AdminIstratIon). 
Cordarone I.V. should be used for acute treatment until the patient’s ventricular arrhythmias are 
stabilized. Most patients will require this therapy for 46 lo 96 hours, but Cordarone I.V. may be 
safely administered for longer periods if necessary. 

Conbaindkatlons 
Ccfdarone I.V. is contraindicated In patients with known hypersensitivity to any of the compo- 
nents of Curdarone I.V.. or In patients with cardiiic shock. marked sinus bradycardia, and 
second- or third-degree AV block unless a functioning pacemaker Is available. 

Wamlngs 
HYFOTENSION 
Hyootension is the most comnxm adverse effect seen with Cordarone I.V. In clinical trials, traat- 
mW+emergent. drug-related hypotension was reported as an adverse effect In 266 (16%) of 
1636 patients treated with Cordsrone I.V. Clinkally slgnificsnt hypotension during infusions was 
seem most olten in the first several hours of treatment and was not doss related, but ap 
be related to the rate of Infusion. Hypotension necessitating alterations in Cordarone I. F 

ared to 
. therapy 

was reported in 3% of patients, with permanent discontinuation required in less than 2% of 
patients. Hypotenslon should be treated hitially by slowing the infusion; additional standard ther- 
apy may be needed, including the following: vasopressor drugs. positive inotropic agents. and 
volume exoansion. The lnltial rate of infualon should ba monltomd cbsol~ and should not 
exceed th’8t prescribed in Dosage end Administration. 
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BPADYCARDIA AND AV BLOCK 
Drug-related bradycardla occurred in 90 (4.9% of 1636 patients in clinical trials while they were 

IVF:nwasnotdose-related.Bradvcardiashouidbe recelvlna cordarone I.V. for Me-threatenin VT 
treated by slowing the lnfuskm rate or diitinuing Cordamne I.V. In some pati&tts. Inserting a 
oacemaker is reouirad. Desotte such measures. mia was orooressive and terminal in 
i patient durfng the controii&d t&is. Patients with a k&vrr pmdis’~i~~to~b&ycardta or AV 
block should be treated with Cordam~ I.V. In a setting where a temporary pacemaker ls available. 
LONG-TERM USE 
See labeli 

“B 
for oral Cardarone. There has been limited expertence in patients receiving 

Warone .V. for ior~er than 3 weeks. 
NEONATAL HYf’O- OR HYPERTHYROIDISM 
Atthough ore/ Cordamne use during pregnancy is uncommon, there have been a small number of 
published reports of congenltal gaiter/hypothyroidism and hyperthyrokfttm. If Cordamne I.V. Is 
admintstered during psgnancy, the patrent should b-a apprtsed of the potential hazard to the 
fetus. 

Precautions 
Cordarone I.V. should be administered only by physicians who are experienced in the treatment 
of lie-threatenina arthvthmias. who are thorouahtv familiar with the risks and benefits of 
Ccrdarone therapy, arid who have access to fa?iikii adequate for monttoring the effactlveness 
and side effects of treatment. 
LIVER ENZYME ELEVATIONS 
Elevations of blood hepatfc enzyme values-alantne amlnotransferase (ALT). aspartate amino- 
transfm (ASI’). and gamma 
imrnedllet~ De-threatening VT 7/F 

iutamyi bansferase (GGT)-are seen commonly in patients with 
. lntemretina elevated AST acttvity can be dlfficutt because the 

values maybe elevated In patients who have had recent myocardtiatktfarctlon. congestive heart 
failure. or multiiie electrkai defibriliatlons. Aboroxlmatelv 54% of oatients recetvtno Cordamne 
I.V. in ~tintcal &dles had baseline liver enzyme elevations. and 13% had clinlcally~lgntftcant ale- 
vatlcm. In 61% of patterns with both baseline and on-therapy data svaiiable. the liver enzyme eie- 
vations ekher improved during therapy or rematned at baseline levels. Basekne abnormalities In 
hepatk enzymes are not a contreindiition to treatment. 

necmsls after treatment with Cordarone I.V. have been 
e and the other 60 years of age. were treated for atrial 
mg over 5 hours, a rate much higher than recommend- 

failure within 24 hours after the start of Cordarone 
1.V: treatment and died on day 14 and day 4, respftctivety. Because these episodes of hepatic 
necrosis may have been due to the rapid rate of infusion wtth possible rate-related hypotension. 
the lnttlal rate of Mush should & monitor& C/OS& and should not exceed that pm- 
serfbed In Dosage and Admlnistretfon. 

should be monitored carefully for evidence of progressive hepatlc in)u Consideration should be 
given to raduclng the rate of admlnlstratlon or withdrawing Cordarone 7 .V. in such casrs. 
PROARR+iYDiMlA 
Like ati antlarrhvthmic aoents. Cordarone I.V. mav cause a worsenina of existina arrhvthmias or 
precipttate a r+w arrh 
with orotonoahon bv cc 

-mla. Proarrhythmia 
ip 

ilmarily torsades de p&ttes, has-been-associated 
rdarone I.V. of the 0 c Interval to 500 ms of oreater. Atthouoh OTC oro- 

tong&ion c&tared frequently in patients receiving Cordarone I.V.. to&des de p&-&s or new- 
onset VP occurred Infrequently (less than 2%). Patients should be monitored for OTC pmlongatiin 
during infusion with Cordarone I.V. 
PULMONARY DISORDERS 
AFIDS 
Two percent (2%) of patients were reported to have adult respiratory distress 

T 
drome (ARDS) 

during clinical studies. ARDS ls a disorder characterized by bilateral. diffuse pu monary infritrates 
with pulmonary edema and varying degrees of respiratory Insufflclency. The clintcai and radio- 
graphic picture can arise after a variety of lung Injuries, such as those resutttng from trauma, 
shock, prolonged cardiopulmonary resuscitation, and aspiration pneumonia, condiiions present in 
many of the patients smoked In the ciinlcai studies. It Is not possible to determine what role. if 
any, Cordarone I.V. played tn causing or exacerbating the pulmonary disorder in those patients. 
Puhonary fibrosis 
Onh 1 of mare than 1066 patients treated wlth Cordarone I.V. in clinical studies develooed oui- 
moriary fibrosis. in that patient. the condition was diagnosed 3 months after treatment ivtth ’ 
Cordarone I.V.. durtna which time she received oral Cordarone. Pulmonarv toxicitv is a well-rec- 
ognized complicationof long-term Cordarone use (see hbeling for oral Cdrdamne). 
SURGERY 
Close partoperative monitoring Is recommended in patients underctoing general anesthesia who 
are on amiodarorw therapy &they may be more sensitive to the riryo&idiai depressant and con- 
duction effects of hatoqenated inhalational anesthetics. 
DRUG Interactions 
Amiodarone can Inhibit metabolism mediated b 
ing for the signtfkant effects of oral Cordamne and presumably Cordarone I.V.) on the pharma- 
coklnetics of various therapeutic a 

r 
cytochmme P-450 enzymes. probably account- 

(CYP2C9). dextromethorphan (CY 8 
ents including dlgoxin. quinidine. procainamide, warfartn 
206). and cyciosporlne (CYP3A4). Hemodynamk and eiectm- 

physiologic interactions have &I beenobservird after con&nitant~adminfst&on with propran- 
dol. dilttazem. and veraoam II. Conversetv. aoents tnoducino a slontrkant effect on amlodarone 
pharmacokinetl&lnotude phenytoin. chkl&i. a&d chdes&lne. Because of me iong half-life 
of amk&mne, drug lntemctkms may per&t tong after dtsconttnuatton of drug admlntstraUon. 
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Few data are available on drug interactions with Cordarone I.V. Except as noted, the following 
tables summarize the Important Interactions between oral Cordarone and other therapeutic 
agents. 

SUMMARY OF DRUG DlTERACTlONS WITH CORDARONE 
Drugs Whew Effecta May Be Increaead by Cordarone 

concomnant Drug lntaractlon 
W&Kkl ktcreases prothrombin time. 
Digoxln klcrws8s SeNm l2oacentratlorl. 
Ouinidine Increases serum concentration. 
Pmcalnamide Increases serum concentratkxt. NAPA concentration. 
Diipymmide 
Fentanyi 

Increases OT profongation which could cause enhythmia. 

Fleoalntde 
May cause hypotension. txadywdla, decreased cardii output. 
Reduces the dose of flecalnide needed to maintaln therapeutic plasma 
czoncentratlona. 

Udocaine Oral: Sinus bradvcardla was observed in a patlent receivina oral 
Cordaronewho&sgiventidocalneforl~anesUm& - 
LV.: Seiie assocfated with Mcmased kdocaine concentrations 

Cyclosporine 
was observed In one patlent. 
Produces pemistently elevated pfasma concentrations of cyclosporine 
resulting in elevated creatinine, despite reduction in dose of cyclosportne. 

SUMMARY OF DRUG INTERACTIONS WITH CORDARONE 
Drugs fhat May Interfere with the AoUons of Cordarone 

Concomitant Drug Interaction 
Cholestyramine Increases enterohepahc elimination of erniodamne and may 

Cimetidine 
redUCeserWnh&and~. 
Increases serum arniodarone levels. 

Phenytoin Decreases serum amiodarone levels. 

Potential drug C&S interactions with Coniamw 
Beta Blockers: Since ConWone hss weak beta biting activity, use with beta blocking agents 
could increase risk of hypotension and bmdycardia. 
Calcium Channel Blockers: Cordarona inhibits atriovmtrblar conduction and decreases myocar- 
dial contractilii. increasing the risk of AV block with verapamil or diltiazem or of hypotension with 
any calcium channel blocker. 
Volatile Anesthetic Agents: (see Pracautlons-SURGERY). 
In addition to the interactions noted above, chronic (> 2 weeks) oraf Cordarone administration 
impairs metabolism of phenytoin, dextromethorphan. and methotrexate. 
ELECTROLYTE DISTURBANCES 
Patients with hypokalernia or hypornagnesemia should have the condiion corrected whenever 
possible before being treated with Cordarone I.V.. as these disorders can exaggerate the degree 
of OTC prdongation and increase the potential for torsades de pointers. Specfal attention should 
be given to electrolyte and acid-base balance in patients experiencing severe or prolonged diar- 
rhea or In patients receiving concomitant diuretics. 
CARCINOGENESIS, MUTAGENESIS, IMPAlRMENT OF FERTltJlY 
No carcinogenicky studies were conducted with Cordarone I.V. However, oral Cordarone caused 
a statistical1 

Y incidence o 
significant, dose-related increase ln the incidence of thyroid adenomas in rats. The 

thyroid adenomas in rats was greater than the incidence in controls even at the low- 
est tested dose of 5 mg/kglday (about 0.1 times the maximum recommended oral human malnte- 
name dose in me/m. 
Mutagenicity studies conducted with amkxfarone HCI (Ames. micronucleus, and lysogenic induc- 
tion tests) were negative. 
No fertility studiis were conducted with Cordarone I.V. However, oral Cordarone administration 
resulted in reduced fertility of rats at a dose of 93 mg&/day (about 1.3 times the maximum rec- 
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ommended oral human maintenance dose in mghF). No significant effects on fertility occuned at 
30 mgike/day. 
PREGNANCY 
Category 0. See Warnings and NEONATAL HYPO- OR HYPERTHYROIDISM. 
In addition to causing infrequent congenital goiter/hypothyrol&m and hyparthyroidism. amio- 
damne has caused a varietv of adverse effects in animals. 
In a reproductfve study In which amtodarone was given Intravenously to rabbits at dosages of 5, 
10. or 25 mgkg per day (about 0.1,0.3, and 0.7 times the maxlmum recommended human dose 

El 
RHO] on a body surface area basis). maternal deaths occurred ln a9 groups, 
bryotoxldty (as manifested by fewar full-tm fetuses and tncmar& 

including controls. 
resorptbns with concomi- 

tantly lower Utter weights) occurred at dosages of 10 mg&g and above. No evidence of ernbqo- 
toxfchy was observed at 5 mg/kg and no teratogenicity was observed at any dosages. 

study In which amiodarone was administered by continuous t.v. infuslon to rats at 
50. or 100 mgikg per day (about 0.4,0.7, and 1.4 times the MRHD when com- 

on a body surface area basis), maternal toxic& (as evidencad by reduced weight oain and 
food consumption) and embryotoxioky (as evident& hy Increased resbrpttons. da&as&d five fit- 
ter size. reduced bodv weiohts. and retarded sternum and metacsroal osMcatton) were observed 
inthe lbomg/kgg&p. - 
Cordamne I.V. should be used during pregnancy only if the potential benefit to the mother justi- 
fies the risk to the fetus. 
NURSING MOTHERS 
AmMamne is excreted in human milk. suggestin 
infant to a signiffcant dose of tha drug. Nursing o P 

that breast-feeding could expose the nursing 
sprfng of lactating rats administered amio- 

darone have d emonstmted reduced viability and reduced body weight 
B 

ains. The risk of exposing 
the infant to amiodamne should be weighed against the potential bene It of arrhythmia suppres- 
sfon in the mother. The mother should be advised to dktcontlnue nursing. 
LABOR AND DELWERY 
It is not known whether the use of Cordarone during labor or delivery has any immedlate or 
delayed adverse effects. Prectlnical studies in rodents have not shown any effect on the duration 
of gestation or on parturltlon. 
PEDtATFUC USAGE 
The safety and efficacy of Cordarone in the pediatric population have not been established: there- 
fore, Its use In pediatrtc patients is not recommended. 

Adverse Reactions 
In a total of 1636 patients in controlled and uncontrolled clinical trials. 14% of patients received 
Condone I.V. for at least 1 week. 5% received it for at least 2 weeks. 2% received lt for at least 3 
weeks. and 1% received It for more than 3 weeks, without an increased hcfdenca of severe 

was 5.6 days; median exposure 

about 9% of the patients because of adverse effects. The most common adverse e&sots leading 
to discontinuation of Cordarone I.V. therapy were hypotenslon (1.6%), asystofe/oerdii ar- 
rest/EM0 (12%). VT (1.1%). and cardiogenlc shock (1%). 
The following table lists the most common (incidence 2 2%) treatment-emergent adverse events 
during Cordarone I.V. therapy con&Wed at teast possibly drug-related. Thesa data were collect- 
ed from tha Wyeth-Ayerst clinical trials lnvolvin 
from aJl assigned treatment groups are pooled La 

1636 patients with Tie-threatentng VTNF. Data 
use none of the adverse events appeared to 

be dose-related. 

SUMMARY TASUlATtON OF TREATMENT-EMERGENT DRUG-RWTED STUDY EVENTS IN 
PATtENTS RECEMNG CORDARONE LV. IN CONTROLLED AND OPEN-LABEL STUDIES 

[;r 2% INCIDENCE) 

Study Event 

controued 
Studies 
(nLsl4) 

Open-Label 
Studies 
(n-1022) 

Total . 
(nnll636) 

So&as a Whole 
24 (2.9%) 13 (12%) 37 (2.0%) 

Cardiovascular System 
Brad yca+ii 
yAeszsItheart failure 

Hypoterislon 
i$iO~~) iJg/~) iiJg/%, 

Ventdcular tachycardia 15 (1.8%) 30 (2.9%) 45 (2.4%) 

Dlgerttve System 
g.lvction tests abnormal 

E g:%$ z &%\ 2 g:~~l 

Other treatment-emergent possibly drug-related adverse events reported In less than 2% of 
patients reoaMng Cordarone I.V. ln Wyeth-Ayemt ccntrotled and uncontrolled studies lnduded 
the fdlowing: &normal kidney function. atrlal flbrlUatton. dfant~. lncressad ALT, Increased AST. 
lung edema, nodal anhythmia. prolonged QT Interval. respfratcq d&order, shock, sinus bradycar- 
dii. Stevens-Johnson syndrome, thrombocytopenta, VF. and vomiting. 
In postmarketing surveillance, toxic epidermal necmiysls also has been reported wtth amlodarone 
therapy. 
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Dverdosage 
ti-~a;ely effects of an inadvertent overdose of Cordarone I.V. are hypotension. cardi enic 

treat& by sr 
dra. AV block, and hepatotoxicky. Hypotensron and cardiogenic shock shou % be 

wtng the infusion rate or with standard therapy. vasopressor drugs. positive inovop- 
ic agents, and volume expansion. Btadycardia and AV block may require temporary pacing. He- 
patic etuyme concentrations shc&f be monitored closely. 
Amlle is not diiyzable. 

Dosage and Adminbtration 
Amfodarone shows considerable interindividual variation in response. Thus, afthough a starting 
dose adequate to suppress life-threatening arrhyUunii is needed, close monttodng with adjust- 
ment of dose as needed is essential. The recommended starting dose of Cordarone I.V. is about 
1 Ooo mg over the first 24 hours of therapy, delivered by the following infusion regimen: 

CORDABONE 1-V. DDSE RECOMMENDATIONS 
- FIRST 24 HOURS - 

Loading Infusions First Rapid: zdmnLve;the FIRST 10 minutes (15 mg/min). 
Co&roneI.V.(15Omg)to1WmLDW 

(concentration = 1.5 mg/mL). Infuse 100 mL over i0 minutes. 

Followed by slow: 360 mg over the NEXT 6 hours (1 mg/min). 
Add 16 mL of Cordarone I.V. (900 mg) to 500 mL D,W 
(c~lcenvation = 1.8 mg/mL). 

Maintenance infusion 540 mg over the REMAINING 18 hours (0.5 mglmin). 
Decrease the rate of the slow loadino infusion to 0.5 mo/min. 

After the ffrst 24 hours, the maintenance infusion rate of 0.5 ma/min (720 mg/24 hours) should 
be continued utlliing a concentration of 1 to 6 mg/mL (Cordarone I.V. concentrations greater 
than 2 mg/mL should be administered via a central venous catheter). In the event of breakthrough 
episodes of VF or hemodynamlcalfy unstable VT, 15O-mg supplemental infusions of Cordarone 
I.V. mixed in 100 mL of 0.W may be administered. Such infusions should be administered over 10 
minutes to minkniie the @r&J for hypotension. The rate of the maintenance infusion may be 
increased to achieve effective anhvthmla suooression. 
The first 24hour dose may be ind&dualiied for each patient; however, in controlled clinical Ms. 
mean daily doses above 2100 mg were associated with an increased risk of hypotension. The ini- 
tial infusion rate should not exceed 30 mg/min. 
Based on the experience from clinical studies of Cordarone I.V., a maintenance infusion of up to 
0.5 mg/min can be c.auUously continued for 2 to 3 weeks regardless of the patient’s age, renal 
function. or left ventricular function. There has been limited experience in patients receiving 
Co&r-one I.V. for longer than 3 weeks. 
The surface properties of solutions contahing Injectable amlodarone are altered such that 
the drop sire may be reduced. This reductfon may feed to underdosage of the patlent by up 
to 30% tf drop counter infusion sets are used. Cordarone I.V. must be delivered by a volu- 
metric Infusion pump. 
Cordarone I.V. should, whenever possible, bs administered through a central venous catheter 
dedicated to that purpose. An tn-ttne fitter should be used during admintstration. 
Cordarone I.V. concentrations 
incidence of peripheral vein 

mater than 3 mg/mL In D,W have been associated with a high 
$3 ” bNs: however, concentrattons of 2.5 mg/mL or less appear to be 

less irritating. Therefore, for nfusions longer than 1 hour, Cordarone I.V. concentrations should 
not exceed 2 mg/mL unless a central venous catheter is used. 
Cordarone I.V. infusions exceeding 2 hours must be administered in glass or polyolefin bottles 
containing DsW. Use of evacuated glass containers for admixing Cordarone I.V. is not recom- 
mended as incompaUMtii with a buffer in the container may cause precipitation. 
It is well known that amiodarone adsorbs to polyvinyl chloride (PVC) tubing and the clinical trial 
dose administration schedule was designed to account for this adsorption. All of the clinical trials 
were conducted using PVC tubing and tts use is therefore recommended. The concentrations and 
rates of Infusion provided in Dosage and Administration reflect doses identified In these studies. 
It is important that the recommended infusion regimen be followed closely. 
Cordarone I.V. does not need to be protected from light during administration. 



REFERENCE LISTED DRUG 
PACKAGE INSERT 

AMIODARONE HCI SOLlJTfON STABILITY 
Concentration 

Solution b!mL) Container Comments 
5% Dexlrose In Water (D&V) 1.0-6.0 PVC Physically compatible. with - 

amiodarone loss 
~10% at 2 hours. 

5% Dextrose in Water (D,w) 1.0 - 6.0 Pol olerin. 
2 

Physically compatible, 
lass with no amiodarone 

loss at 24 hours. 

ADMIXTURE INCOMPATIEIUN 
Cordarone I.V. In D,W is incompatible with the drugs shown below. 

Y-SlTE INJECllON INCOMPATlBILllY 

orug 
AJllitlOph$lltW 
tifamandolo Nafate 
Cefazolin Sodium 
Me&cUfinSodlum 
Heparfn Sodium 
Sodium Bicarbonate 

Arnlodarone Concentration Comments ’ 

4 mg/mL Pracipttate 
4 mg/mL 
4 mg/mL 

Precipitate 

4 mg/mL 
Precipitate 

3 mTmL 

INTRAVENOUS TO ORAL TRANSITION 
Patients whose anhythmias have bean suppressed by Cordarone I.V. may be switched to oral 
cordarone. The optimal dose for chanoina from intravenous to oral administration of Cordarone 
wiUdependonth~doseof Co&rone~.V~already administered, as well as the bioavailability of 
oral Cordarone. When chanalno to oral Cotdarone ttteraov. clinical monitortno is racnmmanded. 
partkdarly for elderly patie&.” 

. -. ” -~- ---. 

The followi table 
ti0ns0fCo3ar P 

rovides suggested doses if oral Cordarone to be Initiated after varying dura- 
one .V. administration. These recornmendatii are made on the basis of a corn- 

parable total body amount of amtie delivered by the intravenous and oral routes, based on 
50% bioavailabiii of oral amkxlarone. 

RECOMMENDATIONS FOR ORAL DOSAGE AFTER I.V. INFUSlON 

Duration of 
Cordarone I.V. Infusions 

<l week 
l-3 weeks 
>3weew 

! Assuming a 720 tnglday infusion (0.5 mgImin). 
cordamne I.V. is not intended foe maintenance treatment. 

How Supplied 
Cordarond 1.V. (amiodarone HCI) is available in packages of IO arnpuls (2 cartons each contain- 
ing 5 ampuls). 3 mL each, as follows: 
50 mg per mL NM: 0006-0614-01. 
Store at mom tampmature, 15’ to 26.C (59. to 77-F). 
Protect from Ught and excesstva heat. 
Use carton to protect contents from light until used. 
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